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Proposing regulatory mechanisms of innate immune system manipulated by
cancer-derived extracellular vesicles

Kazutake, Tsujikawa

19,900,000

N6 RNA
RNA TLR8 TNF-a  IL-6

RNA EV

RNA N6- tRNA-derived
fragment (tDR TLR8
TNF-alpha IL-6

This study challenged the question of whether autologous cell-derived cancer

cells can manipulate cellular functions of the innate immune system and, if so, by what mechanisms
cancer cell survival and proliferation are promoted. We found that colon cancer cells encapsulate
and release N6-methyladenosine-deleted RNA in extracellular vesicles. This RNA activated TLR8 in
monocytes and macrophages, causing them to release the proinflammatory cytokines TNF-a and IL-6.
These cytokines promoted cancer cell proliferation. These results provide evidence for the existence
of a mechanism by which cancer cells alter the RNA modifier balance with normal cells, encapsulate
and release them into the EV, and activate the innate immune system to induce a cancer
cell-significant microenvironment.
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Colorectal cancer-derived Te-EVs function as tumor promoter by targeting monocytes via EVS-tRNA
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Low m6A level of 5 tRF-GIyGCC in colorectal cancer derived-EVs promotes tumorigenesis via TLR8 in a macrophage
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N6-methyladenosine determines the tumor-promoting effect of 5 tRF-GlyGCC in colorectal cancer EVs
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